Section of Dermatology
President-REGINALD T. BRAIN, M.D., F.R.C.P. [December 17, 1953] Poikiloderma with Epitheliomata.-D. S. WILKINSON, M.D.
Mrs. F. O., aged 69. The early history of this patient is vague. She remembers having four or five patches of red skin on the shoulders and hips as a child of about 6 following some infectious fever. These apparently did not spread very much until her menopause when a rapid extension and confluence of the lesions took place. Twelve years ago she was seen by Dr. Henry MacCormac and a malignant epithelioma was removed from her left thigh. This diagnosis was confirmed histologically. She was given arsenic as a medicine for some period in her youth but for how long or for what it is impossible to discover. I first saw her in October 1953 when she showed the same general appearance of the skin as now but had a large infiltrated lesion on the edge of the scar tissue on the left thigh and several more thick irregular crusts on the abdomen and thighs which, when removed, left a raw area and provoked some bleeding. Apart from being of a nervous disposition her health has been extremely good. There is no family history of any skin complaint.
On examination.-With the exception of her face, scalp, hands and feet, the whole of her skin shows a generalized poikilodermatous state, identical to areas of radiodermatitis in some places and in others showing a more reticulate, pigmented pattern. The skin is for the most part atrophic and lies in wrinkles and folds that can be lifted up from her chest; but in other areas, such as around the hips and thighs, it is more adherent. The general impression is one of a reticulate, scaling, slightly infiltrated dermatosis giving rise to eventual atrophy. Here and there are islands of normal or scarred skin, particularly on the arms and belly. Some of these are almost scleroderma-like in hardness. There is some atrophy behind the ears which has resulted in some shrinkage of tissue in this area. There are several areas of keratosis remaining on the lower abdomen and hips. Beneath the dressing on the left thigh is a wound from the removal of the epithelioma. This is healing very slowly. There is no generalized adenopathy, nor is the liver or spleen enlarged.
There is a kerato-acanthoma of six weeks' duration in the left cheek, which she believes arose as a result of a sting (this cannot be substantiated). It has been treated only by one application of carbon dioxide snow a fortnight ago.
Investigations.-Blood count normal. Blood W.R. and Kahn negative. Radiography: Chest: There is sclerosis present in the left second rib anteriorly. Skull, and long bones: No bony lesion shown.
Histology: 1944: Epithelioma: "Squamous-cell carcinoma of skin; section shows invasion of dermis by fully keratinizing squamous-cell carcinoma." 11.1 1.53: "Section shows invasion by a keratinizing squamous-cell carcinoma. There is thickening of the adjacent epithelium with elongation of the rete pegs, some dyskeratosis and hyperkeratosis. Some of the cells have small dark shrunken nuclei and contain keratin" (H. J. Harris).
Comment.-I have been uncertain whether to regard this as idiopathic atrophy or as poikiloderma, but I think it is probably a congenital form of poikiloderma (though not that described by Thomson, 1923) . Rook (1949) pointed out that there were a number of intermediate cases difficult to classify.
The epitheliomata may indeed be the result of taking arsenic; a history of this is difficult to obtain but it seems probable that she was given this many years ago. Jadassohn, however, records the occurrence of epitheliomata in poikiloderma. The histological sections almost simulate the progression of primary atrophy to a leucoplakia-like condition of epidermal thickening and an eventual epitheliomatosis that one sees in primary atrophy of the vulva but Dr. H. Haber has pointed out that the epidermis throughout shows dyskeratotic cells which Montgomery This lady has become progressively affected by her complaint in the three years that I have known her. The main symptom has been of pain in the legs leading to a considerable restriction in walking, increasing for about ten years. (Even at the age of 15 she had pains and cramps in the legs and was unable to dance or walk for long distances.) She had several attacks of thrombophlebitis during and after her pregnancies in the four years previous to the onset of this. Until two years ago she had persistent thrombopfilebitic ulcers, the last of which healed two years ago. Cataracts of both eyes developed rapidly and were removed three years and two years ago. In 1951 she noticed increasing weakness of her muscles and this has persisted. There was no acute attack of muscular pain, swelling of the eyelids or symptoms suggestive of an acute dermatomyositis. There has been considerable loss of scalp hair recently and it has been turning grey. She has also had spasmodic attacks of vaso-constriction in the hands for about six years and has at times noticed difficulty in swallowing (solids rather than fluids).
In 1950 she was admitted to the Princess Beatrice Hospital for bilateral lumbar sympathectomy. Her skin temperature and pulse recordings did not show any marked improvement when taken again in 1953.
On examination.-She shows a juvenility of stature and appearance. There is some thinning and greyness of the scalp hair. She has small arms and legs for an adult of her build and a general thinness of the limbs. Apart from this the hands and arms show no particular abnormality. The changes in the skin are confined to the legs and the feet. The former show a sclerosis ("sclero-poikilodermie") rather than a scleroderma with the tightness of the skin over the toes and feet and a punctate telangiectasia with scattered pigmentation around the ankles and lower legs. The face shows pinching and tightness around the mouth and nose. The teeth are good and fingernails normal. There is considerable wasting of the leg muscles and particularly of the small muscles of the feet. There are calluses at the sites of pressure. She has a characteristic husky, high-pitched voice. General examination revealed no abnormality in other systems of the body.
Family history. Biopsy (muscle), 1951: "Section shows aggregations of apparently normal muscle fibres." 1953: "Section shows some scattered degeneration of muscle fibres."
Mr. Gavin Livingstone, F.R.C.S., kindly examined her larynx and reported: "Both cords are moving freely. There is a slight heaping up of the epithelium in the interarytenoid space but there are no hyperkeratoses or leucoplakial areas over the cords." He concludes that he would have passed the larynx as normal in the absence of any other disease.
Electromyography: The action potentials are reduced in the tibialis anterior and, particularly, the tibialis posterior muscles.
Comment.-The diagnosis of Werner's syndrome is based on a combination of juvenile cataract and scleroderma-like changes, most prominent on the feet, but also involving the face. She shows the juvenile appearance which is described in these cases and has clinical evidence of considerable organic arterial disease in the legs. Most of her pain and symptoms, however, come from the muscle weakness and wasting which is also described in this condition.
Dermatomyositis was considered at an earlier stage but there was no sudden history of onset and although the body musculature was ill developed, there was no evidence of particular wasting at that time, except in the muscles of the feet and lower limbs.
The lack of involvement of the skin of the hands and the associated cataract are the main features that distinguish this from scleroderma. A very similar case was shown by Dr. D. I. Williams in 1950 at this Section, and at the International Congress of Dermatology (1952) . His patient, a man, also showed evidence of endarteritis, reduced action potentials of the muscles and glycosuria.
These patients suffer from a profound congenital maldevelopment of the mesodermal tissues, and at the height of their adulthood they are affected prematurely by the afflictions of old age. They pass from juvenility to senescence without any intervening maturity. History.-Since the age of 14 the patient has had lumps in the skin of the face, ears, hands, arms and left leg. These lumps are painful at first, and in the course of a few months they ulcerate or drop off, leaving scars behind. The patient states that a maternal aunt, his mother and his sister have had similar lesions.
When first seen in August 1953, he had pitted scars on the ears and nose, and dome-shaped umbilicated lesions on the ears, the left hand and on the left leg. The appearance of these lesions recalled that of button epithelioma (kerato-acanthoma). These lesions were treated-some by excision and some by curettage. When seen again December 1953, he had developed fresh lesions on the forehead and on the right cheek. There were small papules surmounted by a hard crust; on the left pinna there was a pearly irregular epidermal thickening, 2 cm. by 1 cm., and a crateriform ulcer 0 5 cm. in diameter. On the right pinna there was a similar ulcer. Biopsies of the skin.-(1) Warty lesion from the forehead, removed August 1953: There is thickening of the horny layer, with parakeratosis. The epidermis shows downward proliferation into the dermis. There is a moderate infiltrate of lymphocytes and plasma cells.
(2) A dome-shaped lesion with a central horny punctum on the left leg: There is a central mass of horn, in part parakeratotic, surrounded on all sides but the external one by prickle-cell layer which is hypertrophic in some places, atrophic in others. In the dermis there are downgrowths of well-differentiated prickle cells with cell nests and horny cysts. There is moderate infiltration of lymphocytes and monocyteS together with fibrocytic proliferation.
Comment.-This is the condition described by Ferguson Smith (1934) . Some of the lesions presented in the past by this patient have borne a striking similarity, both clinically and histologically, to molluscum sebaceum (kerato-acanthoma). It has been suggested by Whittle and Lyell (1952) at this Section and by Fouracres and Whittick (1953) elsewhere that the Ferguson Smith type epithelioma and molluscum sebaceum are the same condition.
til 'his patient came under our care he had had no treatment but had allowed his lesions to heal spontaneously. Now, having had some epitheliomata excised, he has become a convert to treatment since the scars left by excision are much less obvious than those produced by the process of spontaneous healing.
Dr. J. Ferguson Smith: The condition in this case is identical with the one 1 originally described. We have a good many such cases now in the West of Scotland and we find quite a number occur in families. Two cases have been recorded, one fairly recently, from the United States (Witten, V. H., and Zak, G., 1952, Cancer, 5, 539) . Another in the United States has been mentioned though I do not think it has been published and the number is growing.
The deep penetration of some of the lesions is astonishing. We have sections showing deep epithelial infiltrations of lymphatics, in the ear, for example. If a sufficient number of sections are studied other abnormalities will be found and one gets all the criteria of malignancy, though in small amounts. At the time I published my paper, in 1934, the distinguished pathologists to whom I showed the section had no reservations at all about accepting the evidence as to early malignancy. It is only because all these cases have since been reported and the patients have not died nor shown other signs of malignancy that the opinion has grown up that after all they may not be malignant. Most of these cases start early in life. In the family which I first described the disease in the daughter started at the age of 15. Whether the condition is malignant or not is a matter of opinion but it is a distinctive disease.
The President: In this case I discovered that the patient was a carpenter who used a lot of pitch and tar in building boats. Other cases have occurred among Clyde workers who use pitch and tar. On the other hand I have no doubt that in Dr. Ferguson Smith's youngest case, aged 15, it would be considered idiopathic.
Dr. Ferguson Smith: One case occurred in a man who had only recently started working in a coal mine but another occurred in a woman who was engaged in household duties. In at least one of the American cases there might have been an association with tar and shale. In tar epitheliomatosis one usually gets a pre-epitheliomatous condition, but in these cases one starts with a fairly normal skin and finds the appearance diagnosable from the beginning. These lesions are not secondary to anything else. As I pointed out in my first account, it is the "young" and healthy condition of the skin round about the lesion which is very significant.
Dr. Hugh Gordon: It is not always necessary for tar warts to occur on the so-called shagreen skin. At the Royal Cancer Hospital we frequently see small tumours, so-called tar warts, which in our opinion are often early molluscum sebaceum, occurring on quite healthy skin in tar workers.
